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REMARKS 

Status of the Claims 

In the present Amendment, claims 21 and 22 have been canceled without prejudice or 
disclaimer of the subject matter contained therein. Further, editorial amendments are made to 
claims 1-20 and 23. Also, claims 14-20 and 23 are allowed, and claims 10-13 are objected to but 
would be allowable if properly rewritten (see paragraphs 7 and 9 of the outstanding Office 
Action). Thus, claims 1-20 and 23 are pending in the present application. 

No new matter has been added by way of these amendments because each amendment is 
supported by the present specification. For example, the amendment to claim 1 has support in the 
present specification at least at pages 7-8 and the Examples. With the change to claim 1, the 
preambles of the dependent claims were appropriately changed. Thus, these are clarifying 
amendments that are not narrowing in scope. By deleting/amending these terms in order to 
clarify the claimed invention, applicants in no way are conceding any limitations with respect to 
the interpretation of the claims under the Doctrine of Equivalents. 

Amendment to Specification 

Page 1 of the specification is amended to make cleai' applicants' priority clahn pursuant 
to the request of the Exammer at page 4 of the Action, No new matter is added by this 
amendment. 
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Interview with Examiner 

Applicants thank the Examiner for the courtesy extended toward their representative 
during the interview of August 30, 2007, During the interview, the above claim amendments 
were discussed, together with those distinctions that exist between the claimed invention and the 
cited prior art. No agreement was reached during the interview regarding the withdrawal of the 
outstanding rejection. 

Allowable Subject Matter 

Applicants acknowledge with thanks the indication of allowable subject matter of claims 
lO-lO and 23. However, for the reasons set forth in detail below, all pending claims are believed 
to be directed to allowable subject matter. 

Rejections under 35 USC 103(a) 

The Examiner issues the following prior art rejections: 

(1) Claims 1-9 stand rejected under 35 USC 103(a) as being unpatentable over EP 
223403 A2 (Barnes et al\ hereinafter referred to as "Barnes '403") (see paragraphs 2-4 of the 
Office Action). 

(2) Claims 21-22 stand rejected under 35 USC 103(a) as being unpatentable over EP '403 
as applied to claims 1-9 and further in view of EP 812827 Al (Sugi et al. \ hereinafter referred to 
as "Sugi *827") (see paragraphs 5-6 of the Office Action). 



10 



JWB/JWH/ej 



Application No, 10/527,317 
Art Unit 1722 

Reply to Office Action of April 5, 2007 



Docket No.: 1422-0664PUS1 



Given the deficiencies in the teachings of the cited prior art, as well as the comments 
presented below, applicants submit that the Examiner has failed to present a prima facie case of 
obviousness with respect to any of these rejections for the following reasons. 

Ap plicants' Invention 

Applicants* invention is directed to an improved process for the production of crystals of 
paroxetine hydrochloride /2-hydrate, Applicants have unexpectedly and surprisingly found that 
crystals of paroxetine hydrochloride Vz-hydrate may be efficiently recovered from a solution or 
suspension of paroxetine hydrochloride where the paroxetine hydrochloride is dissolved or 
suspended in a polar solvent, followed by the addition of sufficient water to cause paroxetine 
hydrochloride /4-hydrate to separate from the solution or suspension. Advantageously, the 
solution or suspension contains no more than 60% by weight of water, with the water being 
added in an amount to increase the water content to an amount of at least 70% by weight. The 
claimed invention is neither disclosed nor suggested by the cited prior art. 

Applicants have also unexpectedly and surprisingly found that the presence of hydrogen 
chloride with the solvent, particularly in an equimolar amount, enables crystals to be recovered 
which are not pink in color. 

The claimed invention is neither disclosed nor suggested by the cited prior art. 
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The Reiection of Claims 1-9 under 35 USC lQ3(a) 

In support of the rejection^ the Examiner takes the position that the reference teaches at 
Example 2 a method for the production of paroxetine hydrochloride V2-hydrate crystals by 
processing paroxetine acetate in the presence of concentrated hydrochloric acid. Indeed, 
applicants make reference to this reference (and to this Example) at pages 1, 2 and 15 of their 
specification as acknowledged prior art. 

However, by way of basic distinction, the cited reference fails to disclose or suggest the 

invention of claims 1-9. For ease of review, the claim 1 limitations are reproduced below: 

Claim 1 : A method for producing crystals of paroxetine hydrochloride 1/2- 
hydrate comprising adding water to a solution or suspension comprising 
paroxetine hydrochloride and a polar organic solvent which contains at most 
60% by weight of water, to adjust the water content of said solution or 
suspension to at least 70% by weight whereby crystals of paroxetine 
hydrochloride 14-hydrate are caused to separate out in said water- containing 
polar organic solvent. 

More specifically, claim 1 requires the use of a polar organic solvent containing at most 
60% by weight of water to form a suspension or dispersion of paroxetine hydrochloride, 
followed by the addition of water to increase the water content to at least 70% by weight 
whereby crystals of paroxetine hydrochloride l/2-hydrate are caused to separate from the water- 
containing polar organic solvent. 

The cited reference makes reference to the use of both polar organic solvents (such as 
lower alcohols) and non-polar solvents (such as toluene). The use of non-polar organic solvents 
is clearly outside the scope of the claimed invention, and such teachings accordingly cannot 
support the obviousness rejection. The teachings of the use of polar organic solvents, while 
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more relevant to the issue of patentability, are otherwise deficient from the standpoint of failing 
to teach or suggest the claimed limitations. That is, while the use of various polar organic 
solvents may be taught, what is clearly not taught is the use of such solvents having a maximum 
water content of 60% by weight to form a solution or suspension of crystals of paroxetine 
hydrochloride, followed by the further addition of water to increase the water content of the 
solution or dispersion to at least 70% by weight, whereupon crystals of paroxetine hydrochloride 
Vi-hydrate are recovered. 

For instance. Example 2 of the reference to which the Examiner makes reference employs 
a toluene (a non-polar organic solvent)/water solvent mixture. Such a solvent mixture is clearly 
distinct from, and not contemplated by, applicants' invention. Indeed, no Example of the 
reference teaches or suggests the use of a polar organic solvent having a water content of less 
than 60% by weight, followed by the addition of water in the manner claimed. 

Dependent claims 2-9 are also distinguishable over the cited reference. Claim 2 provides 
for the addition of water to provide at least 70% by weight of water in the solution or suspension, 
with the paroxetine hydrochloride being oily or in the form of a solid. Claim 3 provides for the 
addition of water to provide at least 70% by weight of water in the solution or suspension, with 
the paroxetine hydrochloride being the form of crystals. Claim 4 provides for the addition of 
water to provide at least 70% by weight of water in the solution or suspension, with the 
paroxetine hydrochloride being in the form of an anhydrate. Claim 5 provides for the use of 2- 
propanol as the solvent, vnih water being added to provide at least 70% by weight of water in the 
solution or suspension. Claim 6 provides for the addition of water to provide at least 70% by 
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weight of water in the solution or suspension, with the paroxetine hydrochloride being the foim 
of paroxetine hydrochloride '/^-hydrate. Claim 7 states that the polar organic solvent contains 
from 15 to 55% by weight of water. Claim 8 states that the polar organic solvent contains from 
20 to 50% by weight of water. Claim 9 states water is added to the solution or suspension at a 
temperature of from 40 to 60°C. 

As none of the above embodiments are taught or suggested by the cited reference for the 
reasons noted above, the rejection is without basis and should be withdrawn. 

Thus, reconsideration and withdrawal of this rejection are respectfully requested. 

The Rejection of Claims 21-22 over Barnes '403 and Suei '827 

In response, claims 21-22 are canceled. The rejection is thus moot and should be 
withdrawn. 

A full and complete response has been made to all issues as cited in the Office Action. 
Applicants have taken substantial steps in efforts to advance prosecution of the present 
application. Thus, Applicants respectfiilly request that a timely Notice of Allowance issue for the 
present case. 

Should there be any outstanding matters that need to be resolved in the present 
application, the Examiner is respectfully requested to contact John W. Bailey (Reg. No. 32,881) at 
the telephone number of the undersigned below, to conduct an interview in an effort to expedite 
prosecution in connection with the present application. 
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Payment in the amount of $450.00 is submitted herewith as payment for the requested 
two month extension of time. 

If necessary, the Commissioner is hereby authorized in this^ concurrent, and future replies 
to charge payment or credit any overpayment to Deposit Account No. 02-2448 for any additional 
fees required under 37.C.F,R. §§L16 or 1J4; particularly, extension of time fees, 
ate: September 5, 2007 Respectfully submitted, 



By. 




John W/ Bailey 
Registfation No.: 32,881 

BIRCH, STEWART, KOLASCH & BIRCH, LLP 
8110 Gatehouse Road 

Suite 100 East 
P.O. Box 747 

Falls Church, Virginia 22040-0747 
(703) 205-8000 
Attorney for Applicant 
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